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Abstract
Introduction
Adolescents living with HIV are an underserved population, with poor retention in HIV health
care services and high mortality, who are in need of targeted effective interventions. We
conducted a literature review to identify strategies that could be adapted to meet the needs
of adolescents living with HIV.
Methods
We searched PubMed, Web of Science, Popline, USAID’s AIDSFree Resource Library, and
the USAID Development Experience Clearinghouse for relevant studies published within a
recent five-year period. Studies were included if they described interventions to improve the
retention in care of HIV-positive patients who are initiating or already receiving antiretroviral
therapy in low- and middle-income countries. To assess the quality of the studies, we used
the NIH NHLBI Study Quality Assessment Tools.
Results and discussion
Of 13,429 potentially relevant citations, 23 were eligible for inclusion. Most studies took
place in sub-Saharan Africa. Only one study evaluated a retention intervention for youth
(15–24 years); it found no difference in loss to follow-up between a youth-friendly clinic and
a family-oriented clinic. A study of community-based service delivery which was effective for
adults found no effect for youths. We found no relevant studies conducted exclusively with
adolescent participants (10–19 years). Most studies were conducted with adults only or with
populations that included adults and adolescents but did not report separate results for ado-
lescents. Interventions that involved community-based services showed the most robust
evidence for improving retention in care. Several studies found statistically significant
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associations between decentralization, down-referral of stable patients, task-shifting of ser-
vices, and differentiated care, and retention in care among adults; however, most evidence
comes from retrospective, observational studies and none of these approaches were evalu-
ated among adolescents or youth.
Conclusions
Interventions that target retention in care among adolescents living with HIV are rare in the
published literature. We found only two studies conducted with youth and no studies with
adolescents. Given the urgent need to increase the retention of adolescents in HIV care,
interventions that are effective in increasing adult retention in care should be considered for
adaptation and evaluation among adolescents and interventions specifically targeting the
needs of adolescents must be developed and tested.
Introduction
In order to eliminate new HIV infections by the year 2030, UNAIDS has put forth the 90-90-
90 treatment targets where, by 2020, 90% of people living with HIV (PLHIV) will know their
status, 90% of people with a diagnosed HIV infection will receive sustained antiretroviral treat-
ment (ART) for HIV, and 90% of those on ART will achieve viral load suppression [1]. How-
ever, at each step along the HIV treatment cascade (the sequential steps of medical care for
PLHIV)—HIV testing, diagnosis, linkage to health care services, retention in care, ART adher-
ence, and viral suppression—substantial proportions of PLHIV are lost to follow-up [2]. Ado-
lescents living with HIV are increasingly being recognized as a vulnerable population in need
of targeted programs and resources [3–5].
Adolescents experience greater vulnerability to HIV and their performance along the HIV
treatment cascade is worse than other age groups. Thirty per cent of new HIV infections
occurred among adolescents and youth (15–24 years) in 2014, and HIV is the second leading
cause of death among adolescents globally [6, 7]. In fact, health outcomes have been worsening
among the 2.1 million adolescents, ages 10–19, living with HIV, 82% of whom reside in sub-
Saharan Africa [8]. While HIV-related mortality declined in other age groups between 2005
and 2012, adolescents living with HIV (ALHIV) experienced a 50% increase in mortality dur-
ing this time [1]. Adolescents are faring poorly along the HIV treatment cascade, with attrition
occurring at each step along the cascade [9, 10]. A large proportion of adolescents are unaware
of their HIV status and once diagnosed, ALHIV experience poor linkage to care [9–11]. Reten-
tion in HIV care is substantially lower for adolescents than for other age groups [12–16].
Finally, adolescents have suboptimal adherence and lower rates of viral suppression compared
to other ages [17–21].
Retention in HIV health care services is a critical precursor to ART adherence and viral
suppression. Clinical visits for patients on ART are essential to initiate ART, ensure continu-
ous access to medication, monitor medication side effects, diagnose treatment failure, and,
when necessary, switch to second- or third-line ART regimens. Retaining patients in care
helps them maintain high medication adherence, thereby achieving viral suppression, improv-
ing health outcomes, and reducing the risk of horizontal transmission [22, 23]. PLHIV who
are not retained in care stop or interrupt ART, increasing their risk of drug resistance and
mortality [24, 25]. Retaining patients in care over time is problematic. A recent systematic
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review of 154 adult HIV patient cohorts in low- and middle-income countries (LMIC) found
that, on average, 83% of patients had been retained in HIV treatment services after 12 months
on ART, but the proportion declined to only 60% after 60 months on ART [26]. Comparable
data on long-term retention in care are not available for adolescents or youth. Data from four
LMIC, however, show that youth (15–24 years) had 59% higher attrition than adults (25–54
years) one year after initiating ART underscoring the need to develop and test interventions to
improve retention that specifically target youth [12]. As countries begin to implement the
WHO recommended “Test and Treat” strategy [27], all individuals who test HIV positive will
immediately initiate ART, substantially increasing the number on ART. The challenges of
retaining patients in care will likely only amplify with as the number of PLHIV on ART
increase, in the absence of effective interventions.
Given the limited literature on interventions for adolescents in LMIC, we included litera-
ture describing interventions that were conducted with adults to form recommendations for
interventions that showed promise for adaptation for adolescents. The objectives of this sys-
tematic review were to (1) identify recent interventions that increase retention in care among
adults and adolescents, (2) describe the body of literature in both populations, and (3) identify
intervention strategies that were successful among adults that may be adapted to adolescent
populations. Our intention is that recommendations from this review will inform future
research and programming among adolescents living with HIV in LMIC.
Methods
We conducted a systematic review of the peer-reviewed and grey literatures to identify studies
describing interventions designed to increase either retention in care or adherence among
adult and adolescent PLHIV in LMIC settings. The search strategy was adapted from a system-
atic review of service delivery interventions for ALHIV [28] (S1 File). We modified the search
strategy to include adults in order to evaluate the evidence for interventions among these two
populations. We used this strategy to search PubMed, Web of Science, and Popline. We also
identified grey literature using USAID’s AIDSFree Resource Library [29] and the USAID
Development Experience Clearinghouse (DEC) [30].
All references from PubMed, Web of Science, and Popline were imported into EndNote.
Grey literature references from the two websites were exported into an Excel file and added to
EndNote during the full text review stage. After duplicate references were removed, two
reviewers (KM, KR) independently examined titles and abstracts for inclusion. Next, the full
texts of the remaining studies were obtained and each was independently examined by teams
of two reviewers (KM, KR, DRM, DD, LD, PO) for inclusion. We also hand-searched reference
lists of articles captured by the searches to identify other studies of potential relevance and no
additional references were found. At each stage of the review, discrepancies between reviewers
were resolved through discussion and consensus. Summaries of each article were elaborated
by single reviewers (KM, KR, LCD, PO, HS) using a standardized form that extracted informa-
tion including study design, setting, sample characteristics, sample size, description of the
intervention, and outcome results.
A study was eligible for inclusion if it met all the following criteria: (1) evaluated the effects
of or associations between an intervention or program and retention in care or ART adherence
among HIV-positive patients; (2) reported quantitative measures of retention in care or ART
adherence; (3) conducted among adults (age 18) or adolescents (mean age 10–19); and (4)
published within the five-year search period (20 November 2010 to 20 November 2015). Given
the rapidly changing environment in which HIV programs operate, we restricted the search to
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five years in order to capture interventions conducted in the current landscape of HIV pro-
grams. This article focuses on interventions to improve retention in care.
We found considerable heterogeneity in the way retention was measured, thus we consid-
ered multiple retention outcomes to meet the inclusion criteria, including: retention in care
(alive and on ART at a specified timepoint), loss to follow up (LTFU) (not retained in care at a
specified timepoint), attrition from care (not retained in care due to death, LTFU or default),
and appointment attendance (number of attended appointments out of total possible).
Studies were excluded if they were not available in English or if they were conducted in
high-income countries (as defined by the World Bank) [31]. Letters, editorials, conference
abstracts, and presentations were not eligible. We also excluded studies tailored to the needs of
specific populations (e.g. key populations, patients co-infected with tuberculosis and HIV, or
incarcerated populations), pharmaceutical interventions (such as drug regimen changes),
post-exposure prophylaxis, HIV testing, linkage to care, and pre-ART care.
The methodological quality of each study was evaluated by a team of six reviewers (KM,
KR, PO, LDS, HS, LD) with the aid of the National Institutes of Health National Heart, Lung,
and Blood Institute Study Quality Assessment Tools using standardized forms [32]. Two
reviewers independently reviewed the quality of each study. Discrepancies in quality assess-
ments were discussed and resolved, with additional review by DRM and LD as needed. The
studies were assigned a final quality rating of “good”, “fair” or “poor” to describe the risk of
bias in the study due to flaws in study design or implementation. A “good” rating has the least
risk of bias, “fair” rating indicates that the study is susceptible to some bias but not sufficient to
invalidate results, and “poor” rating indicates significant risk of bias.
Results and discussion
A total of 13,429 potentially relevant citations were identified, of which 23 were eligible for
inclusion (Fig 1). Most of the included studies were observational. Eleven of the studies were
conducted among adults only, 11 were conducted with populations that included adolescents
and adults (only one study reported results for youth ages 16–24 years separately), and one
study was conducted among youth only (15–24 years). The majority (n = 22) were conducted
in sub-Saharan Africa (seven of these in South Africa and six in Kenya) and one study was con-
ducted in Papua New Guinea. We identified 18 retrospective cohort studies, two prospective
cohort studies, one quasi-experimental study, and two randomized controlled trials. The
methodological quality of the studies varied: nine studies were good quality, nine were fair
quality, and five were poor quality.
Among the articles reviewed, most interventions acted at the level of health service delivery.
Only two articles described an intervention strategy that acted on the policy level (free or low-
cost ART) and one focused exclusively on providing instrumental social support at the individ-
ual patient level. The most common intervention types were community-based service delivery
(n = 8), decentralization of health services (n = 4), and down-referral (n = 3) (Table 1). Other
interventions included task-shifting (n = 2), free or low-cost ART (n = 2), differentiated care
(n = 2), patient tracking (n = 1), and instrumental support (n = 1). The only intervention that
was conducted exclusively with youth was a youth-friendly differentiated care intervention.
In this review, retention in care is defined and measured in a number of ways in LMIC, pre-
senting a challenge to summarizing the evidence for the interventions in this review. Retention
in care can be measured using appointments attended over time, however, in LMIC, retention
is often defined as being “alive and on ART” at a specified timepoint per clinical records [33,
34]. Outcomes reported by studies in this review include retention in care, LTFU, attrition
from care, and appointment attendance, although the duration of outcome measures varied
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among the studies. Characteristics of the 23 studies presented in this review are summarized in
Table 2 and described in detail below.
Community-based service delivery
Interventions involving the delivery of community-based services had the strongest evidence
based on the quality and the number of studies. Eight studies examined shifting the delivery of
Fig 1. Selection process for inclusion of studies.
https://doi.org/10.1371/journal.pone.0184879.g001
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HIV care and treatment from health facilities to communities [35–42]. These interventions
relocated ART distribution to the community and engaged community health workers
(CHWs) or peers to distribute ART and monitor symptoms, resulting in fewer patient visits to
a clinic. Two community-based service interventions also incorporated directly observed ther-
apy (DOT) or counselling [36, 38]. Four of the interventions were conducted with adults only
and four with populations that included adults and adolescents, of which only one reported
results for youth separately from adults. Overall, the results of community-based service inter-
ventions were positive: six found positive associations between the interventions and retention
in care, and two found no association.
The best data for community-based service interventions came from five studies of good or
fair quality in Rwanda, Kenya, and South Africa. Two observational studies examined commu-
nity-based adherence support (CBAS) that consisted of home visits by CHWs who distributed
ART and provided psychosocial and health-related support; both showed significant improve-
ments in retention in care. In a retrospective cohort study of adolescents and adults in South
Africa, CBAS workers conducted weekly home visits for one month to perform adherence
checks and provide psychosocial support; stable patients were then visited every three months
[37]. Compared to patients who did not receive CBAS, lower LTFU (no visit to a clinic for
180 days) was observed among intervention patients [aHR 0.63 (0.59–0.68)]. A prospective
cohort study of adults in their first year on ART in Rwanda found that patients in community-
Table 1. Summary of intervention types and inclusion age of study populations.
Level Intervention type Definition Youth (15–
24) only
Adults
+ Adolescents
Adults
only (18+)
Total
Policy Free/low-cost ART Policy shift to provide free or low-cost ART to HIV+ patients 0 2 0 2
Health
service
delivery
Community-based
service delivery
Shifting health care and/or ART distribution to the
community (as opposed to health facility); community health
workers or peers distribute ART and monitor symptoms;
which results in fewer clinic visits
0 4 4 8
Decentralization Shifting health service delivery from a higher-tier health
facility (such as a regional hospital) to a lower-tier facility
(such as a primary health clinic)
0 2 2 4
Down-referral Shifting the delivery of ART for stable patients on ART only
from higher-level facilities (such as a hospitals) to lower-
level facilities (such as a primary care clinic) to allow
hospital staff to focus on ART initiation and managing
complicated cases; may also involve task shifting and fewer
clinic visits or less frequent ART refills; down-referred
patients can be up-referred back to a central facility/provider
if they require additional clinical care (due to opportunistic
infections or changes in treatment regimen)
0 0 3 3
Task-shifting Shifting responsibilities for HIV treatment and care from
physicians to other health care workers, such as clinical
officers and nurses
0 2 0 2
Differentiated care Service-delivery models that are modified to address the
specific requirements of a subgroup of clients
1 1 0 2
Patient tracking Health clinic staff member (or other designated person)
contacts patients after they miss a clinic appointment (either
by telephone or home visit) to request that they return to
clinic
0 0 1 1
Individual Instrumental support Tangible forms of social support such as nutrition or
education support; nutrition-support interventions provide
supplementary nutritional to individuals or households;
education-support interventions provide financial support for
the education of children of PLHIV
0 0 1 1
https://doi.org/10.1371/journal.pone.0184879.t001
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based care had a lower rate of attrition [aHR 0.17 (0.09–0.35)] and were more likely to be
retained with a suppressed viral load [aRR 1.15 (1.03–1.27)] one year after initiating ART than
were patients in facility-based care [38]. These two studies suggest that CBAS may be useful to
improve retention in care, and warrant more rigorous evaluation. A quasi-experimental study
of community-based support groups in Kenya—consisting of patient-defined family, friends
and other supporters—found that intervention participants had half the rate of clinic absences
(90-days) in the 22-month period after ART initiation compared to those in the comparison
arm [HR 0.48 (0.25–0.92)] [39]. An RCT in Kenya evaluated LTFU among adult patients who
received monthly home visits and ART distribution from PLHIV lay workers compared to
standard of care (monthly visits to a clinic) [41]. Lay health workers’ home visits were guided
by a personal digital assistant (PDA). In this non-inferiority study, the authors found compara-
ble LTFU in the groups over a 12-month period; however, the study was limited by a small
sample size and was not powered for this comparison.
Only one study of community-based services evaluated outcomes for youth (16–24 years)
separately from adult (25 years) participants. This retrospective cohort study in South Africa
observed lower LTFU (no visit in>3 months) among patients involved in “community-based
adherence clubs” (groups of stable patients led by CHWs, which met bimonthly for counsel-
ling and ART distribution) compared to patients who received care through the community
health centre [aHR 0.33 (0.27–0.40)] [42]. In sub-group analyses, youth in the clubs had higher
overall LTFU than adults and LTFU for youth was not significantly different in the clubs com-
pared to health centres. All told, this intervention may show promise for adults, but provides
no evidence to suggest community-based adherence clubs would be useful for youth.
We identified three studies of community-based service interventions that were of poor
methodological quality. Of these studies, one found significantly lower non-retention in care
for CBAS patients [40] and two found no association with the intervention [35, 36]. In terms
of quality, one study lacked sufficient detail on study design and methods to judge the risk of
bias for the research [35], one study attempted to draw conclusions about the effect of an indi-
vidual level intervention based on group-level data (ecological fallacy) [40], and two of the
studies lacked adequate measures of exposure and had high rates of missing data [36, 40].
Overall, community-based services show promise for improving retention in care among
adults based on several consistently positive observational study results. However, evidence
from experimental studies is mixed and the lone RCT of this intervention was underpowered
to detect an effect on retention. The only study to investigate differential effects according to
the participants’ age found that the intervention was not associated with improved retention in
care for youth. More rigorous evaluations of these strategies are warranted, particularly evalua-
tions that include or target adolescents and youth. The community-based service interventions
studied frequently included multiple and differing components so it was not possible to iden-
tify which components may be associated with retention in care. Finally, several interventions
were conducted only among stable patients who were experienced on ART; a remaining ques-
tion is whether this strategy should apply to patients who are newly initiating ART.
Decentralization
We identified four retrospective observational cohort studies that examined decentralization
of health services; two were good quality and two were fair quality. Two of these studies were
conducted with adult PLHIV only [43, 44] and two included adolescents and adults, but did
not report results separately for adolescents [45, 46]. The decentralization interventions typi-
cally consisted of shifting service delivery for all patients from a higher-tier health facility (such
as a regional hospital) to a lower-tier health facility (such as a primary health clinic). The
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results of these studies were mixed; two studies observed that patients in decentralized services
had higher retention compared to patients in centralized services, whereas two other studies
found no differences.
One study in Malawi compared attrition rates among PLHIV between a district hospital
and ten peripheral health facilities [46]. This study observed significantly lower attrition rates
for patients two years after ART initiation in decentralized versus centralized services (9.9 per
100 person-years at decentralized vs. 20.8 per 100 person years at centralized). Similar results
were found in a study in Papua New Guinea [43]. The PAPUA model decentralized care from
regional hospitals to rural health district facilities and coordinated patient and provider sup-
port. When compared to the centralized care, patients engaged in the PAPUA model had a
15% lower rate of attrition during the first four years of ART [HR 0.85 (0.74–0.99)]. One
important limitation of this study is that few baseline characteristics of study participants are
documented, so the extent to which the two study groups were similar or dissimilar on impor-
tant characteristics is unknown.
Two other retrospective cohort studies found little or no association between decentralized
services and retention in care. A study in Lesotho that compared LTFU among patients fol-
lowed in hospitals to those followed in primary health centres found no overall differences in
LTFU. However, three-year retention was significantly greater among the men who were
treated at health centres compared to those who were treated at hospitals [OR 1.53 (1.20–
1.96)] in a stratified analysis [45]. A fourth study, in Kenya, compared retention in HIV treat-
ment (the ratio of scheduled monthly visits attended to the number of months in treatment)
between patients who chose to access treatment from semi-mobile clinics and patients who
accessed treatment from a district hospital [44]. This study also found no differences in reten-
tion between study groups; however, those who chose to obtain care in mobile clinics were
older, sicker, and poorer than those that chose hospital-based services.
In conclusion, the evidence of an association between decentralized care and improved
retention is mixed and limited to retrospective observational studies. None of the studies pre-
sented separate results for adolescents. Additional, more rigorous research is needed to exam-
ine the effects of decentralized care on retention among PLHIV, and should investigate
possible differential effects across sex and age.
Task shifting and down-referral
Five studies in this review described that shifted health service delivery from higher to lower
levels of provider or facility. Task shifting typically involves the delegation of certain compo-
nents of health services, usually less complex care, to lower cadre health providers, freeing up
higher cadre providers to attend to more complex health issues [47]. Down-referral interven-
tions in this review shift the delivery of ART for stable patients from higher-level facilities
(such as hospitals) to lower-level facilities (such as primary care clinics), allowing hospital staff
to focus on ART initiation and managing complicated cases [48–50]. The down-referral inter-
ventions included in the review also often involved task shifting.
For down-referral interventions, the definition of “stable” varied among the studies, but
generally included the use of ART for at least 4 months, high CD4 count, low viral load, no
opportunistic infections, and demonstrated good adherence to ART. Three good-quality retro-
spective cohort studies conducted with adults in South Africa were described as down-referral
and evaluated the association of down-referral interventions with retention in care [48–50].
Interventions in these studies varied and included components such as shifting care to a group
model of service delivery, task-shifting HIV care to lower-level providers, and reducing the fre-
quency of ART pick-up and patient visits to the clinic. Down-referred patients could be
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referred back to the higher-level facility if they required additional clinical care (e.g. had
opportunistic infections). Two studies documented lower LTFU among patients who were
down-referred and one study found higher LTFU among down-referred patients compared to
those who were not down-referred.
One study compared the retention of ART patients who were down-referred to a group-
based model of care (managed by trained counsellors) and patients who received routine
nurse-led care in the health clinic [50]. The investigators found that the odds of attrition
(LTFU or death) were 57% lower among intervention participants than among clinic-based
participants [aHR 0.43 (0.21–0.67)] between 2007 and 2011. A significant association was also
observed in a retrospective matched cohort study comparing LTFU between patients who
were down-referred to nurse-managed primary health clinics and patients who remained in
doctor-managed sites [48]. In this study, LTFU was significantly lower in down-referred
patients compared to doctor-managed patients [HR 0.3 (0.2–0.6)] during 12 months of follow-
up. However, a third study found that LTFU was higher in patients who were down-referred
to nurse-managed services than those in the doctor-managed clinic [aHR 1.36 (1.09–1.69)]
[49]. The authors note that the greater LTFU in the down-referral site was associated with
male gender, ages 25–34 years, and more advanced HIV disease. LTFU by treatment cohort
also increased over time in this study—those who initiated ART in later years were more likely
to be lost to follow up than those who initiated ART earlier.
We identified two studies, of good and fair quality, of task shifting interventions that shifted
the delivery of HIV treatment and care from physicians or clinical officers to other health care
workers, such as nurses [51, 52]. Both studies included adolescents and adults in their study
populations, but did not report results separately for adolescents.
The first of these studies produced the most robust evidence with a cluster-randomized
controlled trial of an intervention that trained nurses to manage HIV care and treatment in
South Africa [51]. Program retention was slightly higher after 12 months for patients newly
initiating ART in the nurse-care group than it was in the doctor-care group [RR 1.10 (1.04–
1.16)]. However, no difference in program retention was seen for patients who had been on
ART for at least six months when the intervention was introduced. The overall retention levels
were low in this study—63% in the intervention group and 58% in the control group—which
raises questions about the utility of this approach for improving patient retention. The second
study, a retrospective cohort study of fair quality, found that patients in Malawi who received
joint care from nurses and clinical officers had significantly lower attrition (LTFU and mortal-
ity) rates than nurse-managed patients [aIRR 0.54 (0.45–0.65)] [52]. Patients managed by clini-
cal officers only had higher attrition rates than nurse-managed patients [aIRR 3.03 (2.56–
3.59)]. However, it is important to note that the type of provider that patients received care
from was based on patient clinical characteristics (e.g. clinical officers cared for sicker patients
and nurses cared for stable patients).
Evidence on down-referral as a strategy to improve retention in care is limited to a small
number of retrospective observational studies with mixed results. It is important to note that
down-referral is only implemented for stable patients, so patients initiating ART or with
adherence problems are not well-suited for this intervention. Interventions that provide tar-
geted care to adolescents should be tailored to their needs, so formative research must be done
to determine whether down-referral is beneficial for experienced, stable adolescent patients.
Both studies of task-shifting interventions found moderate effects on retention. Task-shifting
HIV care from higher-level to lower-level providers slightly improved retention in one study,
but only for patients initiating ART, and the overall retention in care was poor. The co-man-
agement of patients in a mixed-care model fared better than either nurse-care or clinical
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officer-care alone. Because neither study reported results for adolescents separately, the poten-
tial effects of these interventions on retention of ALHIV are unclear.
Differentiated care
Two studies in this review described differentiated care: service-delivery models that are modi-
fied to address the specific requirements of a subgroup of clients. A good-quality retrospective
cohort study examined an intervention in Kenya that provided differentiated care to patients
(14 years) with low CD4 counts who were initiating ART [53]. Patients in the “high risk
express care” (HREC) group received frequent, brief contacts with nurses during the first three
months of treatment (in addition to routine care) in order to identify comorbidities, complica-
tions, and reinforce adherence. Those in routine care attended a clinician visit two weeks after
initiating treatment and monthly visits thereafter. The study found that HREC patients had
lower LTFU compared to similar patients in routine care after a median follow up time of 11
months [aHR 0.62 (0.55–0.70)]. Although the intervention population included adolescents,
the results were not stratified by age. The clinics were selected based on their capacity to imple-
ment the intervention, potentially limiting the generalizability of findings to other clinic set-
tings. Furthermore, only a subset of the patients who were eligible for HREC was enrolled and
the reasons for non-enrolment were not documented. Despite the weaknesses of the study,
this approach to differentiated care may hold promise to establish ART adherence and reduce
LTFU for patients newly initiating ART. The only study in this review conducted exclusively
with youth examined youth-friendly clinic services. This good-quality retrospective cohort
study compared LTFU among youths (15–21 years) enrolled in HIV services at a youth-
friendly clinic (where 30.4% of the patients were youth) with youths enrolled in care at a fam-
ily-oriented clinic (where only 3.4% of the patients were youth) [54]. Overall, LTFU among
youth was extremely high: 61% of youth were LTFU at the youth-friendly clinic and 51% were
LTFU at the family-oriented clinic. The investigators found no association in adjusted analyses
between the type of clinic and LTFU. However, these results may have been confounded by
differences between the patient populations at the two clinics and the lack of differentiation
between patients on ART and pre-ART patients at each clinic. The characteristics of the
youth-friendly clinic were not well-described in this article, so it is unclear what elements of
youth-friendly services were employed at this clinic.
Differentiated care is a promising strategy to improve retention in care for specific popula-
tions, however the evidence is limited. The two interventions described above are unique from
each other, and showed mixed effects. Interventions which provide differentiated care to ado-
lescents should be evaluated further. Youth-friendly service interventions are widely recom-
mended and warrant further exploration of their effects on retention in care.
Free or low-cost ART
Two retrospective cohort studies, both of fair quality, examined trends in retention in care
before and after national-level changes in the cost of ART to beneficiaries [55, 56]. Both studies
included adults and adolescents, but neither study reported results for adolescents separately.
One study, conducted in Cameroon, observed an increase in the number of patients initiated
on ART, but no change in retention rates among patients enrolled in HIV care over a
15-month period after a 2004 price reduction of ART as compared to a time period prior to
the price reduction [56]. The second study, conducted in Chad, found that free-of-charge and
continuous access to ART (October 2009 to November 2011) was associated with more than
60% lower LTFU among patients compared to a period when ART was not free-of-charge and
stockouts occurred (April 2008 to September 2009) (p<0.001) [55]. The conflicting results of
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these two descriptive studies leave important questions. More rigorous research is needed to
better understand the impact of cost-reductions on retention in care.
Patient tracking
We identified one study on patient tracking. This prospective cohort study compared reten-
tion rates at 18 months between two groups of adult patients in Uganda who had returned to
care after missing appointments by 8 to 90 days [57]. The first group of patients returned to
care after being tracked by the clinic through telephone contacts or home visits. The second
group of patients had resumed care on their own without being tracked by the program. Eigh-
teen months after returning to care, only 39% of patients who were tracked were retained in
care, compared to 61% of the patients who had resumed care on their own. Although this
intervention was not effective, the patients in the two groups may have differed simply because
one group was motivated to return to care on their own, introducing possible confounding
that is not accounted for in the analysis. Further research on patient tracking is needed.
Instrumental support
One study evaluated the effect of providing instrumental support—tangible forms of social
support such as financial assistance, goods, or services—to adult PLHIV. This retrospective
cohort study in Uganda evaluated an intervention that provided support based on need to
adult PLHIV and their families [58]. The intervention provided either: (1) education support
for children in the family; (2) food support for food insecure households; or (3) dual support
(education and food) for the most vulnerable households. The authors found that LTFU was
lowest (12.3%) among beneficiaries who received only education support, followed by dual
support beneficiaries (13.7%); LTFU was highest among beneficiaries who received only food
support (42.1%). However, the comparison groups likely differed because the patients were
allocated to the support groups based on their needs. The implications of the study’s results are
unclear because these differences were not measured. Instrumental support is particularly crit-
ical for adolescents given that they may not have skills or resources to meet basic needs. There-
fore, the effect of this intervention type warrants further investigation.
Limitations of the reviewed literature
In general, evidence supporting intervention strategies to improve retention is severely lack-
ing. Although we found a number of good-quality studies in terms of design and implementa-
tion, the vast majority used observational designs, most of which were retrospective studies
further limited by the availability and potentially the quality of available data. Only three stud-
ies employed experimental study designs—one quasi-experimental study and two RCTs. The
fair and poor quality studies were plagued by poor descriptions of the designs and methods,
dissimilar comparison populations with unadjusted differences, flawed analyses, and inade-
quate data reporting. Although 12 studies included adolescents, only two studies reported out-
comes for youth and no study reported outcomes for adolescents. Community-based service
interventions often consisted of multiple components that were not evaluated separately, so it
was impossible to discern which elements were most effective.
Moreover, the measurement of retention in care varied across the studies—with wide-rang-
ing definitions of LTFU and the use of assorted follow up times for retention. Most studies
looked at retention within the first two years of care, which is problematic because retention
continues to decline beyond this period. Finally, none of the studies accounted for patients
who cycle in and out of care, a phenomenon that has been documented in LMIC [2].
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Recommendations
Our review identified a few intervention types that show promise for increasing the retention
of patients in HIV care. These interventions were conducted among predominantly adult pop-
ulations, and further investigations are needed with adolescent participants. Interventions that
involved the delivery of community-based services had the best available evidence base for
improving retention in care among adults. Other interventions—decentralization of health
services, down-referral of stable patients, and task-shifting of services—also show some
promise and warrant further research, especially with adolescents. Observational data also
indicate that a differentiated care approach may improve retention in care for critical patients
and warrants further investigation, though the evidence is limited to a single study and the
results were not disaggregated for adolescents. Although this intervention did not target ado-
lescents, the approach of differentiating care and more intensively targeting resources toward
patients at high risk of poor outcomes early in their care should be considered for adaptation
for adolescents. Finally, despite disappointing results from the one study to evaluate differenti-
ated care through youth-friendly services, we believe this intervention merits further investi-
gation due to the fact that the study evaluated here had notable limitations and this
intervention is widely recommended and utilized [59, 60]. A strength of all of the recom-
mended interventions is that they operate at the institutional or health service level, which has
the potential for greater impact across a population than individual level interventions.
Free or low cost ART, patient tracking and instrumental support showed mixed associa-
tions with retention in care, but these studies were limited in number, design, and quality, so
insufficient evidence exists to recommend these interventions. Many interventions consisted
of multiple components that were not measured separately; future evaluations should attempt
to disaggregate these components to identify the drivers of effective outcomes.
Conclusion
Despite persistent problems in retaining ALHIV in HIV treatment and care, and international
goals to increase the retention of adolescents and youth in care, there is a paucity of interven-
tions targeting this subpopulation. Unfortunately, the interventions in this review were limited
in scope and predominantly targeted health service delivery. There are few interventions tar-
geting individual, community or policy level factors to increase retention in care in LMIC,
even among adult populations. The strongest evidence, although still limited, supports the
delivery of community-based services, but it is unknown if this approach is effective among
adolescents. Certain interventions warrant further research with adolescents, such as the
decentralization of health services, down-referral of stable patients, task-shifting, and differen-
tiated care. Given that adolescents living with HIV represent an extremely vulnerable popula-
tion, the results of this review call attention to the huge gap in evidence for interventions that
improve their retention in care. The scarcity of interventions being evaluated with adolescent
populations and the small number of experimental designs reflects the urgent need for invest-
ment and work in this area. Evidence must be generated about whether interventions found to
be effective for adults can be scaled up and result in positive outcomes for adolescents and
youth. The existing evidence base on retention in care interventions for adolescents is insuffi-
cient, and new effective approaches must be identified and tested among adolescents if we are
to achieve the 90-90-90 treatment targets in this age group.
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